Background: This study compares annual ambulatory care expenditures per patient with type 2 diabetes mellitus (T2DM) in France according to treatment phase and renal function status. Methods: Records from patients with T2DM were extracted from a health insurance database. Patients were classified in subgroups, by treatment phase: oral/GLP1 monotherapy, double therapy, triple therapy or insulin therapy, and according to renal function status (identified using pharmacy, lab and consultation claims). Annual ambulatory expenditures were estimated from the national insurance perspective by year (from 2005 to 2010) and subgroup.
Background
With the increasing prevalence of treated type 2 diabetes mellitus (T2DM) in France, from 2.6% to 4.4% among people covered by the national health insurance scheme between 2000 and 2009 [1] , costs related to diabetes increased from 7.1 billion € in 2001 to 12.5 billion in 2007 [2] . These expenditures represented approximately 8.5% of the National Objective of Healthcare Expenditure (144.8 billion € in 2007).
As an ever-increasing portion of gross domestic product is spent on health care, economic considerations are given increasing importance in the development of treatment guidelines and drug reimbursement decisions. This is illustrated in France by the recent introduction of health economic guidelines by the Haute Autorité de Santé (HAS). The HAS published recommendations for the management of T2DM in France in 2006 [3] . Therapeutic escalation was recommended to maintain glycemic control with an HbA1c < 48 mmol/mol (6.5%) from monotherapy with an oral antidiabetic (Metformine), to oral double therapy, then to triple therapy or insulin therapy. Since the publication of these recommendations, incretin mimetics, i.e. Dipeptidyl peptidase-4 (DPP4) inhibitors and Glucagon-like peptide-1 (GLP-1), have been introduced on the market.
Latest data on the cost of diabetes in France come from the 2007 ENTRED study (Echantillon national témoin représentatif des personnes diabétiques) [4] , which described healthcare expenditures in a nationally representative sample of people covered by the largest national health insurance fund, living in metropolitan France. According to this study, average annual individual expenditures for treating people with diabetes were €5,341 in 2007. The first category of expenditure was hospitalisation (over 38%). The second category was drug costs, estimated at €1,343 to €1,402 (25-26%) according to data sources, or €3.67/day to €3.84/day. Antidiabetics represented 23% of the drug costs (oral medications: 13% and insulin: 10%). The main other drug categories were cardiovascular treatments (37% of drug reimbursements), lipid-lowering drugs (9%) and anti thrombotic drugs (6%).
Among T2DM complications, chronic renal disease (CRD) limits the therapeutic options because a reduced glomerular filtration rate results in the accumulation of certain drugs and/or their metabolites. Health care costs among persons with T2DM with end-stage renal failure were estimated to be 3 to 4 times higher compared to T2DM cases without related complications [5] .
Several important changes occurred since the ENTRED study. First, new therapeutic classes have been introduced, as previously mentioned. This could have important economic consequences as prices of these new drugs are substantially higher than those of older andiabetics. Secondly, diabetes treatments were intensified in the last decade. According to ENTRED, monotherapy was less frequent in 2007 compared to 2001 (36% vs 41%) while combination of oral antidiabetics (OAD) and combination therapy with insulin were more frequent (34% vs 32% and 21% vs 19%). This trend was pursued in recent years, with use of basal insulins growing at a faster rate than oral antidiabetics [6] . On the other hand, a limitation of the ENTRED study is that it did not provide costs estimations according to treatment escalation.
The objectives of this new study were (1) to update and enhance 2007 ENTRED study figures with data obtained in recent years up to 2010 including the period of launch of new antidiabetic oral treatment (DPP4 inhibitors and GLP1 analogs); (2) to estimate the diabetesattributable annual expenditures based on a comparison vs. matched individuals without diabetes; (3) to compare annual expenditures per patient between treatment stages and according to renal function status (RFS) and to identify the main cost components driving differences between stages and according to RFS.
Methods

Study design and data source
We performed a retrospective cross-sectional analysis using data from the 'Echantillon Generaliste de Beneficiaires' (EGB) database. The EGB database contains records of reimbursements made by the national health insurance for ambulatory care, for a sample of 530,000 subjects, representative of the general population affiliated with the French health insurance system. The sample is obtained by 1/97th random sampling with control for distribution of age and gender. This anonymized database includes patient demographics, health plan enrolment information, and reimbursed amounts for outpatient procedures, laboratory tests, physician visits and outpatient drug dispensing claims, along with specialty of the prescriber. It contains neither direct clinical information nor results of the lab tests.
EGB is a completely anonymized database with no possible interaction with the persons contributing information. The identification of persons included in the EGB sample is protected by an anonymization process with two cryptographic levels, a procedure conforming to French data protection legislation. The use of EGB for medical research has been approved by the National Commission for Informatics and Liberties (CNIL). The conditions of use of EGB for research purposes and the authorized accesses are stated by law. Researchers involved in this study were authorized to use the database, and have been trained in its use. The study were declared to and approved by the National Institute of Medical Research and Statistics (INSERM).
Observation period
Patients were monitored between 2005 and 2010 from the date of the first prescription of antidiabetic drug (oral and/or insulin), or from the date of notification of chronic disease/ALD status for T2DM. DM is one of a list of long-term conditions, designated as "Affections Longue Durée" for which patients are entitled to 100% reimbursement of health care. The observation period was partitioned in calendar years. Annual healthcare expenditures in different years were compared between phases of treatment (from 2005 to 2010).
Patient selection and classification
Patients were included in the treated T2DM cohort if the antidiabetics (ADs) or insulin were dispensed for more than 80% of days over 15-months during the follow-up period. Patients with any evidence of pregnancy, gestational diabetes or any other type of diabetes during the treatment period were excluded.
In absence of complete diagnostic information in the database, patients with declining renal function (DRF) were identified as patients with at least one of the following criteria: (1) at least 2 measurements of creatinine clearance and 2 measurements of urinary protein in one year; (2) at least one long-term condition record with an ICD-10 code related to chronic renal failure; (3) At least one nephrologist consultation associated with a prescription of treatment from the following list: combination of angiotensin converting enzyme inhibitors (ACE-I) and angiotensin II receptor antagonists (A2RA); phosphorus chelators (calcium carbonate, sevelamer, lanthanum, aluminium salts); polystyrene sulfonate); (4) At least two dispensings with an interval from 30 to 365 days of a combination of following treatment: ACE-I, A2RA, phosphorus chelators. This definition was deliberately restrictive in order to minimize the number of false positives. Based on expert opinion, a patient was considered in a stable treatment stage if he was in that stage for at least 6 months. As pharmacy claims generally occurred at 1month intervals, patients were classified into oral/GLP1 monotherapy (MT), double therapy (DT), triple therapy (TT) or insulin therapy (IT) (either associated or not with other antidiabetics) if they had at least 6 consecutive pharmacy claims for either one, two, three OAD/GLP-1 analog or insulin (± OAD/GLP-1 analog) treatment without discontinuation. The definition of antidiabetic treatment discontinuation was a gap between two claims of antidiabetic drugs exceeding 6 months. The start date of a treatment phase was the date of the first of the six consecutive claims. The end date of a treatment phase was defined as the date of the first occurring event among the following: (1) a new treatment stage starts; (2) first of 5 consecutive dispensings that do not correspond to the treatment phase; (3) discontinuation.
For each patient, only the years during which the patient was constantly in the same treatment phase were considered. Each year, patients were excluded if they were lost to follow-up (no healthcare resource use during 3 months during the calendar year) or discontinued T2DM treatment.
The estimation of T2DM-attributable expenditures was based on the difference in expenditures between patients with T2DM and matched controls without diabetes. Controls were randomly selected among insured persons included into EGB database not selected above and matched with patients with T2DM according to age and gender. Each year, controls were excluded from the analysis if they had no reimbursement claim during the year or at least one long-term condition record with an ICD 10 code related to chronic kidney failure before or during the year of interest.
Estimation of yearly reimbursed expenditures
Total amounts charged by providers and amounts reimbursed by the national health insurance are included in all medical claim records. Therefore healthcare expenditures from the health insurance perspective were calculated by summing amounts reimbursed by national health insurance for all healthcare resources consumed by calendar year, overall and by type of resource. All ambulatory care resources were included: pharmacy, physician visits and consultations, nursing care, diagnostic tests, imaging procedures, physiotherapy, medical devices, transportation… Two types of expenditures were reported: total expenditures (sum of all reimbursed amounts, related to diabetes or not) and expenditures attributable to T2DM, estimated as the mean differences in reimbursed expenditures between patients with T2DM and matched controls without T2DM.
Statistical analysis
In order to estimate expenditures attributable to diabetes, each case was matched to 2 controls without diabetes with same year of birth and same gender, using a greedy matching algorithm. In addition, to estimate the effect of treatment phase, patients with T2DM in a given treatment phase were matched to patients with T2DM at earlier treatment phase in same calendar year, with same year of birth and gender. The matching ratio was 1:2 for DT vs MT; 1:3 for IT vs DT; and 1:2 for IT vs MT. The matching algorithms were applied for each year successively.
Effects of treatment stages on annual ambulatory care expenditures were analysed by means of generalised linear models with a log link function and negative binomial distribution, adjusting on patient characteristics not included in matching variables (area of residence, eligibility for full reimbursement of healthcare for people who cannot afford a private top-up health insurance), calendar year, and clinical characteristics such as coprescriptions (cardiovascular and antihypertensive drugs) and long terms conditions. All analyses were performed using SAS software version 9.1.
Results
A total of 25,458 patients treated for T2DM were selected. The proportion of patients treated was stable over time ( Figure 1 ; Table 1 ). 2,535 (10%) patients had DRF ( Table 2 ). The number of patients continuously treated in one phase over a calendar year ranged from 9,682 to 11,772 between 2005 and 2010. The proportion of patients in IT among patients continuously treated in one phase, increased from 10.7% in 2005 to 13.9% in 2009 (Table 1) . Each year, around half of the patients were excluded from the transversal analysis due to the high proportions of patients lost to follow-up or discontinuing their treatment.
The average age was between 64 and 68 years old in 2010 among patients with normal renal function (NRF), according to treatment phase, increasing by 1 to 2 years compared to 2005. The prevalence of specific cardiovascular drug co-prescriptions was higher in patients with T2DM than in the control group, and was the highest for those treated by insulin. All patients with diabetes are entitled to full reimbursement health care expenses related to diabetes and associated long-term conditions, therefore average reimbursement rates of antidiabetics are high, from 90% to 98% (Table 3 ). There was no major difference in demographic characteristics between patients with or without DRF.
Ambulatory care expenditures over time
Individual annual ambulatory care expenditures increased from €2,703 in 2005 to €3,017 in 2010 for patients in MT (+11.6%), from €2,884 to €3,308 in DT (+14.7%) and from €6,759 to €7,398 in IT (+9.4%) ( Figure 2 ; Table 4 ). These increase rates are lower than the rate for controls without diabetes (+26.3%). Quasi-stability is observed for patients in TT (+0.2% from €3,473 to €3,482) ( Figure 2 ).
Individual ambulatory care expenditures in 2010
In 2010, annual individual ambulatory care expenditures slightly increased from MT (€3,017 [95%CI: €3,015; €3,019]) to DT (€3,308 [€3,305;€3,311]), and from DT to TT (€3,609 [€3,599;€3,619]). Switching from OADs/ GLP-1 analogs to insulin led to an increase in individual ambulatory care expenditures to €7,398 [€7,388;€7,408]. This substantial increase was also found in other years and is mainly attributable to nursing care (+1,000% vs. MT), medical devices (+347%), transportation (+200%) and pharmacy expenditures (+129%) ( Table 5 ).
The regression model showed that individual ambulatory expenditures increased by a ratio of 1.94 (p < 0.001) from TT to IT, with adjustment for socio-demographic characteristics and co-treatments. Nursing care costs increased by a ratio of 18.42 (p < 0.001), medical devices costs (including glucose monitoring device) by 3.93 (p < 0.001) and pharmacy costs by 1.33 (p < 0.001) ( Table 5 ).
The drug costs increased with treatment escalation: from €1,113 (€3.04/day) in MT to €1,381 in DT (€3.78/ day), to €1,701 (€4.66/day) in TT and to €2,615 (€7.16/ day) in IT. Pharmacy is the first cost category accounting for 38% of ambulatory care expenditures in MT, 43% in DT, 50% in TT and 36% in IT (Tables 6 and 7) .
Average costs of antidiabetic drugs in 2010 (insulin/ OADs/GLP-1 analogs) were €136 (€0.37/day) in MT, €390 (€1.07/day) in DT, €753 (€2.06/day) in TT and Table 7 ). The cost of insulin alone does not explain the substantial cost increase when moving to this final treatment phase (Figure 3 ; Table 6 ). DM-attributable expenditures mainly consist of drug costs for patients without insulin (€1,096 for TT). In addition, significantly higher DM-attributable costs related to nursing care (€1,485) and medical devices (€1,056) are incurred for patients with insulin ( Figure 4 ). DM-attributable drug costs are largely related to antidiabetic drugs (from 28% in MT to 71% in TT; 54% in IT), and also to cardiovascular system drugs (21% in IT to 51% in MT) and nervous system drugs (from 3% in TT in to 8% in IT) as shown in Figure 3 .
The regression analysis shows an increase of €224/patient in the ambulatory expenditures attributable to T2DM between MT and DT, i.e + 26% (see Table 7 ). This 
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difference reached €411 between MT and TT (+48%) but the largest increase was observed during the transition to insulin, equal to €3807 (+447%) and €3396 (+269%) compared to MT and TT respectively. This analysis also showed substantial increase rates associated with the transition to insulin, for other resource categories, especially nursing care. Table 8 ). The same cost pattern was found for previous years.
Patients with declining renal function
Discussion
The results of this study show that individual ambulatory care expenditures for patients with T2DM increased moderately and progressively from 2005 to 2010. Increase rates were lower for patients with T2DM in a stable treatment stage (< 15%), than for controls without diabetes (26%) with an average annual rate (from 0.9% for TT to 2.8% for DT) close to the inflation rate (from 1.5% to 2.8%) over the same period (except 2009). The introduction of new classes of antidiabetic drugs in 2008-2009 (DPP4 and GLP-1 analogs) did not appear to have any substantial impact on overall health care expenditures for DM patients over the considered period. In addition, individual yearly ambulatory care expenditures increased with treatment escalation. Insulin therapy was associated with substantial cost increase compared to earlier stages of treatment, related to pharmacy but also nursing care and medical devices utilisation. Additional drug costs attributable to diabetes are not only related to antidiabetic drugs and insulin but also to other drugs, mainly cardiovascular system and psychotropic drugs (antidepressants and analgesics). Although adjustments for patient socio-demographics and co-treatments were used, it cannot be ruled out that a residual part of the estimated difference in expenditures between insulin-treated patients and other DM patients is attributable to worsening health status. However, a large part of those additional expenditures appears to be directly related to administration of insulin, as suggested by high rates of increase in costs of nursing care and medical devices. In addition, individual yearly expenditures for DM patients with DRF were showed to exceed expenditures for other DM patients by +12% (TT) to +53% (IT), again with substantial nursing care and medical device costs for patients treated with insulin.
The estimated expenditures reported here are consistent with results of previous studies on the costs of diabetes in France. Ambulatory care expenditures were approximately €3,400 in 2007, among patients with or without insulin, compared to €3,300 (excluding hospitalisation) in ENTRED. The pharmacy expenditures estimates (€1,156, €1,411 and €1,798 in MT, DT and TT) are also comparable to those from the ENTRED study (around €1,400) [4] . A review on costs of diabetes in France suggested that costs in patients with insulin are about twice as much as in patients treated with oral antidiabetics, which is also consistent with our findings [7] . However, the cost difference between patients with and without insulin was thought to be largely attributable to complications [8] . In addition, the importance of nursing care costs in patients with insulin is corroborated by a recent French publication focusing on the costs associated with insulin therapy [9] : nursing care (€25.8/week) was the most important contributor to the costs of insulin-therapy (€45.4/week).
Real-world healthcare expenditures were measured in this study by analyzing health insurance claims data. The strengths of the EGB database, relative to other health insurance databases in Western countries, include its size, its representativity, the absence of selection according to clinical or socioeconomic criteria, and the fact that most persons are continuously enrolled. However, this study has limitations related to the utilisation of administrative data, rather than clinical data. Thus, the identification of patients with DRF was based on very restrictive assumptions. We estimated the proportion of patients with DRF at 10%, whereas higher estimates have been reported [10, 11] . This implies that the groups of patients with NRF probably included a few patients with DRF.
The EGB database contains no other socio-demographic data than age, sex, date of death, residence department and the affiliation in the CMU. Education level, income level or occupational category of beneficiaries, for which the influence on health care consumption has been demonstrated [12, 13] , are absent from the EGB. This information should be collected through specific surveys.
The description of the results over time does not consider all treated DM patients but only focuses on the subpopulation of DM patients that are stable in their treatment. Patients not stable or switching from a treatment to another within the year were excluded from the analysis. This facilitated the comparison of expenditures between treatment stages but also introduced a selection bias that might affect the description of expenditures for the overall population. In particular, expenditures of switching between different treatment stages were not captured. The reported estimations are therefore conservative, reflecting the most stable and compliant patients. Some patients in a stable treatment phase were not identified in 2010, as suggested by patient numbers by year. The selection method was based on restrictive criteria and the absence of data after December 2010 led to exclude several patients, classified as lost to follow-up.
Conclusions
In conclusion, individual ambulatory care expenditures are substantially higher among patients with T2DM in a stable treatment phase, but have grown at a slower rate than in controls without diabetes with same age and gender over recent years up to 2010. Pharmacy is the first category of ambulatory care expenditures associated with diabetes; this is not only due to costs of antidiabetic drugs, but also to treatment of comorbidities. This study also highlighted two key determinants of ambulatory care expenditures among patients with T2DM: treatment stage and renal function status. Individual ambulatory care expenditures increase with treatment escalation, and most particularly transition to insulin therapy, because of pharmacy costs, nursing care and medical devices utilisation. Expenditures for patients with DRF are higher than for patients without DRF, at all treatment stages, and particularly for insulin users. These findings provide an economic argument for maintaining the diabetic patients under oral treatments as long as they can be controlled by oral treatment. Finally, this study suggests that the introduction of new oral antidiabetic treatments had little impact on the total ambulatory care expenditure for patients with T2DM.
